JP 2005-522425 A 2005.7.28 



(19)H*BWSWCIP) 



(12) & 



« « K a 18(A) 



(43)£rSI0 



^^2005-522425 
(P2005-522425A) 
W7S7H28B (2005. 7.28) 



(51) Int. CI. 7 
A61 K 
A61 K 
A61 K 
A61 P 
A61 P 



F 1 



31/277 

31/4164 

31/4965 

31/12 

43/00 



A6 1K 31/277 

A 6 1 K 31/4164 

A6 1K 31/4965 

A6 1P 31/12 

A6 1P 43/00 1 2 1 

salt 



4C0S6 
4C206 



GMT) 



^fiiSBffli* m (± 27 M) 



(21) itSHS^ 




#112003-563559 (P2003-563559) 


(71) BJSA 


504294167 


(86) (22) WISE 


J 


¥$15ffl/!30B (2003.1.30) 








IB 


¥$16^10)146 (2004. 10.4) 




^h7')7l ^bDT'J'H 


(86)Bl^fflill 




PCT/AU2003/000093 




7*4 ^ <M *HJ-b 12 33 


(87) ■KftlH 




W02003/063869 


(74)ttSA 


100102978 


(87) BKf&HE 


3 


¥^15^ 70 (2003.8.7) 






(31)Sftffi^S 




PS 0228 


(74) A 


100108774 


(32)ffiJtB 




W-miWimm (2002.1.31) 




#a± — ffi 


(33)#5fc«3££ 


in 


#--.Xh5!>7(AU) 


(74)ttSA 


100128048 








































%yiyt; xh"7-K Xh'J-b 6 
4 













(54) [&Pi®«fl;] «9-fA'^t6fb<rt» 



(57) [Sft] 

6>©»ctH ****** »WU *fcBft tft< Httt»"J-5fl5'ft-*0*fflfcB 

sfeco^K, rift X, stj?/t fcttft*toBtfcfc»v^T, < t -h-rxD^^mm^ *V<f 

it, SfclWtyft^DV^^HtS, MftiJ-t-5, Sfctt'>4<H»»5i54 



(2) 



JP 2005-522425 A 2005.7.28 



1T ft Attic $1*3 tr=»/i'"?-^-</i'^fl8!ifc©«#«r3k«f1-5^jfe-e*>oT, n«tc % TIE* 




(3) 



JP 2005-52Z4Z5 A 2005.7.28 




in 



10 

IV 



ft * « * , s& ?n , i*, «t, y v , a # , * v m , t> * * so, ti/yfrbiiR* 

ft ; 20 
RjfrfeRnttWCSfcttJIfto-C^-CfcJ^, ^ft^'ft, **, F, CI, Br, I, CN, IC« N 
0 2 , CF 3 , COR,, C0 2 R,, OR! , SRi , NR, R 2 , N(=0) 2> NR, 0R 2 , 0NR,R 2 , SOR, , S0 2 R, ^ S0 3 R 
,, S0NR,R 2 , S0 2 NR,R 2 , S0 3 NR,R 2 , P(R,) 3 , P(=0)(R,) 3 , Si(R,) 3 , B(R,) 2 , (C=X)R,£fc 

r±x(c-x)R, (*t>, x«, mn, m*, at/a*** taws ft 5) ; c,-c 20 r a-** (# 

8Sff/**;ttli) , C r C !0 7P-^7^*;K C,-C,'/^nr*tA' ( C,-C, B TA'K 

C, -C 10 T A^StA'* A-tff C 6 -C u 7 D - /V, C, - C H ^f p7 !) C, - C H I 

$flt, C ! -C, 0 7-'i'^ = ;v ) C,-C 1 ,^TP7!)-/l'7A'*/K C, -Ci 0 T a * y T A- * A- , 
d-Co^ f TA'^-A', i? p T A"* , b y ^ n TA-^/K ap7/>3 Jf-y, C,-Ci 0 [CN 
, NC, OR!, SR,, NR, R z , N (=0) 2 , NR,0R 2 , 0NR,R 2 , SOR,, S0 2 R,, S0 3 R,, S0NR,R 2 , S0 2 N 
R,R 2 , S0 3 NR,R 2 , P(R,) 3 , P(=0)(R,) 3 , Si(R,) 3 , B (R, ) 2 ] T /V * A< i>> fe S 1R $ ft , TP— 30 
/Wl, F, CI, Br, I, N0 2 , CF 3 , CN, NC, COR,, C0 2 R,, OR,, SR, , NR, R 2 , N(=0) 2 , NR, 0 
R 2 , 0NR,R 2 , SOR,, S0 2 R,, S0 3 R,, S0NR, R 2 , S0 2 NR,R 2 , S0 3 NR,R 2 , P(R,) 3 , P(=0)(R,) 3 
, Si(R,) 3 , B(R,) 2 ]TA'*A'&-£tfft;ft©»5*©1I&£&#oC a -C M , ?S> D , ~-TvT}) 
— /K4, =3r f" V U A- , f 7f t'f/K s l-0'<>' , /77=/l', 3H- 

t'P!l/K 2H-fc !)^, B-t'p 5 # -/ V A- , f^/P^, Of7!'!)A', -< 

y 3j- * u- y y a- , t° y a- , tr 9 ^ =■ a> , tr y 5 s> = a- , f 9 ^ - a- , 4 v K y & - a- 

, OOFD/l', OK^K -f f K y A' , 7° y =• A* , 7^5-^ = ^, 1,2,3-1- y 7'/ 

y/p, i,2,4- b y r v y a-, 1,2,3-^-^f- i>r -/ -f a-, c>t / y a-, 1,2,5- 

t*t^7/9A', 1,3,4-t^-f v>7 y y 1,2,3,4-t^ft H)7)/P/K 1,2,3,5-* 
^th!J7/!)/K 1,3,5- h y 7 = , l,2,4-FP7v? = /K l,2,3-M7-^ = /K T 40 
f f = ;V > * =>f ir fc° =■ A' , ^ f =. jv , '<y , /75=/K 0^^/79=*, fj)-t7 

x^/p, oftt7f = /i' > -f v fi^- = /k 2-4 v s<y? -/ y iv s 1,5-f py-7 = /i' 

, fc° 5 / [3,4-b] fnp*, O^y^/D/K -Y V K * f* 5? =• A- , ^y/^ft / y A>, 

r y b 7 = y a- , / y =■ a* , y / y = a- , vy;p=/K sft/!i=/v, t7fu 

$?=.A<, tf y F [3,4-b] e° y S> = /l/, f y K [3.2-b] f y v? = /l^, f y K [4.3-b] bf y ^ = 
/K-fo5) „ 

[ ft * 3S 3 ] 50 
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[ft** 4 ] 

m << * > ■» , m > mm, mm, %m, m&®, v y*n, atfa ^^sis^ir^s 

5 ] 

[M*g 6 ] 
[ft** 7 ] 
8 ] 

[It** 9 ] 

s-n-sfi'-My^ptA'jr^MF (eipa) ttcte*: otmmmmfo 

[fit #3? l o ] 
1 1 ] 

^ftftlfc^RlSLSCCfcS, »*3Sl*fctt6*fcW:74fcB:8*fctt9*fcr± 10flE*t©#ife. 
[ W*« 1 2 ] 

* A Rase HTffcS, »*39lll1E«©*jfe 0 
[ 1**391 i 3 ] 

\? =i $ J X® <D $ 4 & X & J << ; V A Ji-XT'h 5 , Mf # 91 1*5 Jft © # ife . 
[Mf** 1 4 ] 

b' a /i- 1 ^ ^ ^ ^ # O !> ;v ^ ^ i V f o -i' * T* 5 , ft*igl!E *©#?£,, 
[ Mf * * 1 5 ] 

7 <f / ? -f A'* £ 5 A J V 4 >\>* 1, 2, SO* 3, t ^-f/H/^lA, Stf, t 
l)^/^ 1-100^ ib 5I}R £ tb 5 , ft*«13ffiffi©*')fe 0 

1 6 ] 

ly^c /p^is, $ p £ -f /i-* IS.1^2, t h => ^ if -y =>f — V 4 >v * Ai~ 22, 

t h a 9 f- y df- - ? ^ /W* A24, t h3^ty*-!i'-f /P^B1~6, t ^a-jf^^l 
~7, 9, 11~27, &t>'29~33, t h i^t o ^^B8~71, t h stf U ? <i )V * 1, 2, 
& 3 , /^xj/fp {r/f /v^, f/nyrB^/^l-vl^ ^?>t)!|;t*!) a-f M 
A'^*»b»*SJl*, St** 14 IS 
1 7 ] 

t *s rt 5 , -<^yiti^Se&*Pfi*1-?.{t;-e-^i©ffiffl„ 

[ 1 8 ] 

* tt «) * ^ nf f L « T' fo 5 , fit *gU7fB«CQ&ffl„ 
[tt#Jg 1 9 1 

"ft fit? rt* t hT?*>5, W*«18|B*W^ffl 0 

2 0 ] 

14 18* fc W:19BB*t©ttfl3 : 
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30 

in 



40 

IV 



nf30~ lOfi (O JS^F- 1? fe t) , n&l)!XOS*li, IH C * fc (4 A ft o T X fc £ < , ^ 

ft ; 

R, i» E> R 2 3 B n C * tt A ft o X ^ X & i. < , * ft * ft , * * , F, CI , Br, I , CI, NC, N 50 



(6) 



JP 2005-522425 A 2005.7.28 



0 2 , CF 3 , COR,, C0 2 R,, OR,, SR, , NR, R 2 , N (=0) 2 , NR,0R 2 , 0NR,R 2 , SOR, , S0 2 R,, S0 3 R 
S0NR,R 2 , S0 2 NR,R 2 , S0 3 NR,R 2 , P(R,) 3 , P(=0)(R,) 3 , Si(R,) 3 , B(R,) 2 , (C=X)R,^fc 
ttX(C«X)R, XII, *H, WtMs »tfi*a>6I«SJi5) ; d-C^T A-*A- (# 

, C, -C 20 T V C 3 -C S '>^ n T/V'^/W, C,-C 10 T/l^K 

^v-, C 1 -Ci 0 T/V'^/V'*/V-^-/V' > C,-C H 7!)-/K C, - C 1( atp7 !) C, - C lt m 

$|R, C 2 -C, 0 T A"Jr = A-, C,-C 10 'NfB7!I-;W7/V^/l', C, -C, 0 T A' a ^ V T A- * A- , 
C, -C 10 ^ P 7* *A-, '^PTA'^A', HJap7/K/V> A P 7/Vaifi/, C,-C, 0 [CN 
, NC, OR,, SR,, NR,R 2 , N(=0) 2 , NR, 0R 2 , 0NR,R 2 , SOR,, S0 2 R,, S0 3 R,, SONR, R 2 , S0 z N 
R,R 2 , S0 3 NR,R 2 , P(R,) 3 , P(=0)(R,) 3 , Si(R,) 3 , B (R, ) , ] T A- * /V i> b M 1R § ft , 7P- 
/HS, F, CI, Br, I, N0 2 , CF 3 , CN, NC, COR,, C0 2 R,, OR,, SR, , NR, R 2 , N(=0) 2 , NR, 0 10 
R 2 , 0NR,R 2 , SOR,, S0 2 R,, S0 3 R,, S0NR,R 2 , S0 2 NR,R 2 , S0 3 NR,R 2 , P(R,^ P(=0)(R,) 3 
, Si(R,) 3 , B(R,) 2 ]T/W=3r/uS:^tfft#ro5#S;<©«BS^WoC 6 -C, 4 T"fc 9 , ^ f p T P 
-A- 14, jr^t^P/K f 7f t'f/l', l-0'«>'/7 7=;l', 3H- 

tr p y a* , 2H-fa y /k s-ifBii/v, 5 ^ y y >v , e^'/y/K y f- r -/ y a- , <f 
y ;t ^ -y- y y a- , tr y <;? , if 9 s> = a- , y 5 =. jv , tr j ? =. /u , ^^kj^s^ 

, O^FP/K -1* >- K >f A' , KP/K yp^/K 7 * 7 i? = A> , 1,2,3- h!) 7^ 

y/w, i, 2, 4- h y r y y a* , s?r y-f a-, y y /w, 1,2,5- 

tttfT/U/l', l,S.4-**ti>7/jA' l 1.2,3,4-t^ftFy7/!)/K 1.2.3.5-4- 
^rtH)7/!)^, 1,3,5- I- V 7'^s/P, 1 . 2 . 4- h y T i? =■ >V , 1,2,3- h V 7^ = *, T 
if f = , ^- df- -fc f n , f- a: f =. )\> , ^ y y 7 7 =. A< , -Y y'<V , /75=A', ? * i" 7 20 

x = ^ , ^y^4-T-7^-/w, /f y Ki / = = A', 2-^fy^yf / 1 , 5- tr y >- ^ =• a* 
, f 7 / [3, 4-b] if p y a-, w y v ? y y a-, oF*f?=A' 1 ^ ^ y * f- y y a-, 
t y h 7 = y a- , * / y - a> , w / y = /i' , ^t-/ d = /k t- 7 ^ y 

^ = fc° y K [3, 4-b] t" y v 5 — , t" y K [3, 2-b] fc° ]) P =■ /V- , t° y K [4, 3-b] fc" y ^ =• 

iv -e fe 5 ) „ 

2 1 ] 

it & tfo , ^9^5^, ^ y if ?: , a: 3 y- y - , ei pa, r v t s, p 7 -< K , * {* -t 

[ HF * * 2 2 ] 30 

3l21|B«cWffiffl„ 
I W** 2 3 ] 

[«*3S 2 4 ] 

AS » # , ^5^?*, ^Vf 5/K sat/-*, EI PA, XtfT^H Ki>6.IWS 
»*Jl23|e*C0^fe o 

[ ft * 3S 2 5 ] 40 

* w n m as * il m -t- fe 5 , w * « 23* (* 24iE m <o * & . 

[»*3S 2 6 ] 

nffLS^t Ftfc^ It *3l25|E*ro*)£ 0 
2 7 ] 

^< 7 § /V , ^Xf i3t/-/K EI PA, S. T ? p 7 'f K , * * fri b <D M ^ 

tffF 6>»W S ti. 5 -o* ft ft It , ^^ftjfc^^^^ 



[ % in © w m t£ k i 

[SUFftff] 50 
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[ 0 0 0 1 ] 

« m © ft * 

3§ P3 © # I? 

Ji O $ 31 & * L , IttfcliWSlc, 5r -f * © ft ft , ■7v J ti/>?^ & 15 / * fc H: iW 
**»b©3Rfflt«^S*, » WJ U , * fc tt «i tf 3 » fcG-WoffiffifcWtS. ItflKB 
, fttlMtfttt HcSatt S S"f /i^i&ft©^ R, feft, S0/*fc«lE 

soft^^cD«ffl ^sEH-So ft *it\ ^ u 10 

ft 5 S „ #38 m © m t- b v> IB ft fit , r. ft it PS ^ £ ft ft v ;$s 7 -f / ^-f/v^Jfciiiyfn 

? -r /w^a© j; 5 ft f 3 a>-t v ■< jv* <Dmm&<o¥f&<oum\z. x s $ft * , s$ 

* ft ^ $3 © ffi ffl T fe 5 . 

[ 0 0 0 2 ] 

5fe tr S flf © Hi 93 

*H**ft?»#|c±0§lffl*iifcajR*OS:»o»iWH:, *MiN«»©*ftK:*ft6)n 
TVS. 20 
[ 0 0 0 3 ] 

#^#pi#*©v;6>ft3fttTft#r^©fl-;&.'b, r©ftfrSW;a s tt;i©B©-)&iftft*iI£a 
RO-WfcWjfcLTVSfcvSjSW^fc^ift-Cfcfc^ *»o * © J: 5 icRt £ ft S *« * T 
ft v 0 

[ 0 0 0 4 ] 

C-<^^*iRflsSrt&*-f-5SloM»B:, ft V R 18: fl. * T, B ft W 55 # © S «R © - o t § 
jitlfcJ 1 , r. © ft * fc *t 1- S * # ft H ib 1> *» *» *> b "f , l*ftto^*^tt*ttc 

[ 0 0 0 5 ] 

51 L TVS. fgj a 5 £ > iftb(-»:, #<©!5'-<A'^as^gE*©l8J!,^* = XA03S 
[ 0 0 0 6 ] 

if 3 /Pt^/M7r? !> - fit , t hi:, ttfeOiJiTfeD^oLffLtflliS:, <7 

# i: £ft Sgl#!©ijSli{i, 9 4 A'^ttllil*, RSi^, &S«©fo»i*, y^SVJ 
^*JRSfe«:£tf. y 4 J V << fttt^UBH^ w^:i!E^Jo80%jy,±Sr 

§l t j@ r. L T *3 >P [Montot , Clin. Ther. 10:1615-27, 2001], ^ ft &3> X. , gttft)# 
< © ©J PS £ # D , W#oB*-e-¥Wfc*%#<©B5W©tlRS:i85.St-f5x ^ K ft © 40 
IS B T fe S . 
[ 0 0 0 7 ] 

*3fi©> jB*»lc96*>S:*iF*rtfc6>'*-, **© n »« ©«H "<?*>* . 

[ 0 0 0 8 ] 

Lfciiot, t bRtf|H]ft|::SiaH£«lfer5tl;&fc#1-Sfcfcfc, r © H ft: #11 , flt 
[ 0 0 0 9 ] 

7 1/ 3 t !) ;P (Preconaril) © <t 5 ft $r b V |g & , 7-f/!7'f/l'^S:U ! tt,©a©t''3/V' 
^<7^/W*ftft©f&ft£#;t©Bl&iLTW8;=5ftTt;fc;&s, -^^©^©STcft^^ll 50 
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, y V a ~f y /Hit ft 9 /I'^^O^^ WBTIItt^ & 5 r t T?fc 5 (Turner, Antiviral Res 
. 49 (1): 1- 14, 2001) 0 £ ft tt , ISL, ^ ± JS ~- » ? -f ^ * © ft A t M f X' <D ^ ft 

'1'/^^'^t;'a•ftw^St^Uw<*^''^/^^(Diav^ffi^©eS:T•&5„ 

[0010] 

IJSiaot, &5«<Dt°:a/wt-!7^/w*#t-J;5^?feli, Jfi % L- fcHSJSco $Ufi I*! W * 

^/W^Si, ft flSR 1*3 © * *s !7 A iSS 0±# ft §1 t S £ L (Irurzumb , J.Virol. 69(8) 
: 5142-6, 1995; van Kuppevel d b , EMB0 J. 16(12): 3519-32, 1997), M^te^^-Y/V 

§r SL 1~ £ i # s J! tti & ft fc (Egberts <b , J.Virol. 22(3): 591-7, 1977; Nair, J.Virol 
.37(1): 268-73, 1981; Nairk, J.Virol. 31 (1): 184-9, 1979) » - ft b <D -< * V % \Z 
*5 it 5 ^ ft <o Mc ft ft ^ * i « , h y 9AXtf/*fc»*A'i/^A-<*y©iBiijiaJS»St 
^ GO $c A i # x. fe> ft 5 „ 
[0011] 

# * 93 J: ft « , ft (i , ^^ftflaw^^->^-yy^/KDg|3iftSri£x.SitT-#m 
tt ft b ft , K^nit> rjib'oft#*iS{"f/i'^, WttfaA'tiJ'^zftcio 

««sst//*rtttjs:^ u ft«#pi-5 r t c: t a* jl m s ft „ 

[0012] 

i§ m © «e s 

(4 r^tfj 3=;fctS r-£A,T«V^J <D X 5 ft^ftrlMi, bftfcg* £fcl4^£ftl£fcl* 

[0013] 

[0014] 

# * uv>flfi#-e«, t ft & ©KM* fcttItJia«IJStt^ tf-f* 1 -r t nftfft, & 

B * J HT#t?)tl5. ^ CO J; 5 ft ft tl (* , t<3^lt, t-7"yf t^^/vtl ( % 
£ ft JS ft ft ) , U ft fS tt ft , » ffi * fc (4 * v ^ -r v * iv ro ft £ ft PI * ft jg r. -f i 5 ft , 

[0015] 

**WftBSh5ft**B, *W»»*-Cft«S*bTV^5*I~IVR:**ii6. 0* 
L VMfc-£-ft , ^5/^^ (5£V) , sat/-* (i^VI) , ^l^if^/b- (iUH) &U<5- 
(S.xf;V-N--f y/B f/U)7 5 07^ K [EIPA] (SVIII) , Stf, EIPAO WflS** *>•« 
7507^ F(Sl)[)tfc5, i-^rro^tbbwft-g-ifei-cowS.f*, **ub©R*flsi*fz: 

* b <d m * n * * * tr o 

[0016] 
[0017] 

LfciiSoT, ft^«3«, ^Wfb-g-^S^-o^fcfiffiiccO^^WlclfF^^^SfifrS.U' 
/4fctt#«?»J^^tf*^Wfi)=S;^<D^ti:ftt) 5 So 

[0018] 
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? 4 )V X (4 , - U #3 t£ , £ tl, {C Eg j£ § ft ft # , 9 «f / 9 -f /V * * fc (4 3i y X P V 4 
[0019] 

[ 0 0 2 0 ] 

« i" 5 . EI PAR "< 9 '< 5 /Hi , 5>fy*-f/i';*fc:tfLT#fc:»*ttTfc3ift££;h/fc 10 
[ 0 0 2 1 ] 

#3§?i!© r^^«j ~©fl-&w:, si~ivo-»^-&-», at?, *v~rx©**©fls#* 

[ 0 0 2 2 ] 

is w © 0 *a 4 ft m 

[ 0 0 2 3 ] 
[ 0 0 2 4 ] 

[ 0 0 2 5 ] 

©£'f/l' 
[ 0 0 2 6 ] 

[ 0 0 2 7 ] 

3fc if 1- 5 # ifc £ # III L T *5 9 , ft^fc, 5Cl~IV©'fb-a-fe * fc fit r. 6) omit 
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R, h R Z3 itm C * fc o T V<T % J: < , ^ft-^ft, F, CI, Br, I, CN, NC, N 

0 2 , CF 3 , COR!, C0 2 R,, OR,, SRi , NR,R 2 , N(=0) z , NR, 0R Z , 0NR,R 2 , SOR, , S0 2 R,, S0 3 R 
S0NR,R 2 , S0 2 NR,R 2 , S0 3 NR,R 2 , P(Ri) 3 , P(=0)(R,) 3 , Si(R,) 3 , B(R,) 2 , (C=X)R,i:fc 
ilX(C=X)R, (5£<*», Xft, mn, SIa^PR feiltR £ ; C,-C 20 T/W^/W (ft 

, c,-c 20 t y -ivt )v*fv, c 3 -c B ~y? p ta^/i-, c r c 10 r/H' 

=¥~y, C 1 -C 10 T/l'= 3 r/W*^#'"/l', C 6 -C 14 T U — /W, C, - C,^tb 7 P -/K C, - C v 4 
KflU C Z -C 10 T )\,/r-)\>, C-Cio^x n T !) -IVTIV *i\>, C,-C, 0 TA'3 ^ -y T ;v =*f /W , 
Ci-Cio-^ P T/W^/V', v 1 o T , FD^PT^^/K ADTA'a^V, C, -C, 0 [CN 

, NC, OR,, SR,, NR] R 2 , N (=0) 2 , NR, 0R 2 , 0NR,R 2 , SOR,, S0 2 R,, S0 3 R,, SONR, R 2 , S0 2 N 
R,R 2 , S0 3 NR,R 2 , P(R,) 3 , P(=0)(R,) 3 , Si(R,) 3 , B (R, ) 2 ] T >V * >\> *» h ® & $ ft , T 5 - 10 
/HI, F, CI, Br, I, N0 2 , CF 3 , CN, NC, COR,, C0 2 R,, OR,, SR, , NR, R 2 , N(=0) 2 , NR,0 
R 2 , 0NR,R 2 , SOR,, S0 2 R,, S0 3 R,, SONR, R 2 , S0 2 NR,R 2 , S0 3 NR,R 2 , P(R,) 3 , P(=0)(R,) 3 

, Si (R, ) 3 , B(R,) 2 ]T;v*^£^i?ttE»ffi*5£roe&a£^oc 6 -c, 4 T'fc 9 , ^Tnry 

- , t*t'/9A', ^ T if 2r -Y A» , 3i n ,U , 7P^, l-^y<y'/7?=A', 3H- 
fn J/K 2H-fa N- tf n P /V , <f ^'/D*, f?'/!)^, -Y yf7^!)/K -f 

yt^t/!)/K tf !) v*;K b" 7 = ^ , eH^^/K f 7 ^ S> = , OF5^ = A- 

, ^fy^f y F!);k OK-f*, OFD*, 7 s y - ^ , 7 * 7 ^ - /w, i,2,34Pr/ 

y/K 1,2,4- M 7/y A<, l,2,3-i-^t^7/-f/K 1 , Z. 4- * f- ^ T '/ 3 A* , 1,2,5- 
t*t^7/!)/V, 1,3,4-t^rt *JT V V A', 1,2,3,4-t t F D 7 / P ;K 1.2,3. 5-^" 

* if h y t v* y a*, 1,3,5- h y r -y = A-, i,2,4-M7v? = /k 1,2,3- h y r s^a-, r 20 

"t? b° = A- , tf" ^ -fe tf =■ A' , ^ :x t° ~ A- , '<>"/75=A', O^V^^/K f-^-fy 

t 1 = a- , -f y ir j- 7 x = a> , ^Fi/ss/K ^ !)^, 1 , 5- t° y y >y = a- 

, t" 9 / [ 3 , 4- b] f p y iv , ^fy^y/D/K -f y K * f- = A' , ■<y/^t/!)/V', 

7y Jf; p=/v, ^y^yy^/w, >y y / y = >v , ^ 7- y y =. /i/ , t7f p 

f y k [3, 4-b] f y ^ =-/w, f y k [3.2-b] t° y -y : = ^, tr y k [4.3-b] f y s> = 

[ 0 0 2 8 ] 

$ J /vx<DMft<om*Mb1-(0\z. + ftt£Mffl & ZlF&WT^ffbtiZ. ft » » K: , 30 

ft (e: fln £ T , ft # f£ , «Jferofilttiis«5*fctt3fel?i-5yt»roWI«l*sJ;Wft#T^tf*? 
ft 5 o 
[ 0 0 2 9 ] 

ft; r ftfcpgs&ftft^fls, si?, m, gfge, m&m, y 

[ 0 0 3 0 ] 

o©Anyy|aoTfftSflfc7/P^A'SS:J|t. r a 7/V3 -y J t V^ 5 40 

fflfit, 6> 4 < t % - o <d a y y j; d e ft £ ft fc r ^ = * -y £ m -r „ * tt » 4> T' 

ffl^^P>ft5 r^p^yj iv^5fflf§«, Jfi*, R V a ? 3R ffif = C 2 -C l0 

r/v^r = /w, *fc&, C 2 -C, 0 T/i"^ = /wtt^fe* fcftE^ro, r y -/I'StS/^ fcfi^T 
nry-/W/SS#AP$ft^SSr-t^55 
[ 0 0 3 1 ] 

n = »t7x=*oj:54. ^ti^Si* &«i-o ry-/K4, f, c 

1, Br, I, N0 2 , CF 3 , CN, OR,, COR,, C0 2 R,, NHR, , NR,R 2 , NR, 0R 2 , 0NR,R 2 , SOR,, S0 2 
R,, S0 3 R,, S0NR,R 2 , S0 2 NR,R 2 , S0 3 NR,R 2 , P(R,) 3 , P(=0)(R,) 3 , Si(R,) 3 , BR 2 Sr $ tt * 
/, -y-, h y *oC 6 -C, 4 T'fo t) , ^tf, R, S Ia R 2 C± R, -R 2 3 t PI C i 5 t£i ^ 50 
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[ 0 0 3 2 ] 

icO^^IS^^^o, 1* fcfS^ft&i©^ P ^ V ( 01J XI (1 CxFy ; 4> , x=l~3^oy=l~ 
(2x+l)) S^fc«SftJiaSJ!elSlfls****-&tr r. t zmm Itv^, rr^K^^J 

0 fi/^PTyK/H £ ft , -> ^ a 7 s n fc" /i' , -y^P^fyK J/ ? p ^ i' f- >v , f ^ p ^ 

*JJ:tf#j*jR*-£tr, »fbLfcJ***r£tr;:i:«:3KBL-C^5. ^ * p r * * * tt , tr V 
?P7;^*^*, r fcf -> * p 7 /V^/WJ [3.3.0] tf ^ p ir 9 t> [4. 3.0] If 10 

i/^pyfy, [4.4.0] If P V (t* !) y) , [2.2.2] If i/ ^ P * 9 * V ft £* © i. 

5 ft , ISfpifv^P«aSr^-tp 0 r r =. j tn, i 7 1 = , y p ^ = ft £ © j; 5 

ft, e**fcw:#iR©Bii©iiHb***fc, ^©g«4^-r-e:H5-osfcsito 

£ t *mm Lf^5. rr/V^s/H fctt, i^s/K yp 
if - /v- ft if co J: 5 ft , ««*fctt»tt©E«oKfli**«li:, logS'i^t'fir D 55 

©/^§?fjST-©7/i'*^S£^tpri£;tiaL-C^5, ) r 7 A- * ;*/ * sff - p * v j fcli, 

* # = a* s m ia -a- u , *©#A'# = /u*tt»#m*fcaLTtt*3nfctt* , cfc'fr*«> 

[ 0 0 3 3 ] 

^W^H^-Cylv^fts r^pj ^fett f/NP^yj til, 7/w^-p, *pp, 7'p*, 

[ 0 0 3 4 ] 

#eja#-Cffl^feft5 r g & £ ft fc J £v>5fflf§IS, li^SftfcJ®^C03l^©ll^ffi?r 
[ 0 0 3 5 ] 30 

#9§;lPi*T-/8 b ft 5 ra^jtj , mmm<oi , rm*»^j ft£©/lMii, 
tt 6- ft rSS, = 8* £ , *fcttte©S®©*ttL;fcS*ii:fcB:1IifcS) , £ fc 

rt, '>4<Hs«)-ot, ^m, m% * fc fawn © ± 5 ft '> ft < t % 

<Pt£ < t h-^omti^mmx-h ^m^m^fmi- r^fpru-yvj £ £ tr „ v *» ft 5 
WIlSfcli^TPT y -/u«t», ifEfllLfc^t, *fiC&;K - o * fc « « $c 
©St*, ft«ct::giSl;*ft-CV>T't>&V'>„ riSfcl4Ef'sfn7y-/l'SB > ^ 

£ fc % *fcf±a5#mcffiftLT^5'>ft<i:fc-o©*«:fr**.5. ii3ft~-xP7y- 
/PSIJ, £ ft £ Pg b ft 5 & © TfFtft V>*S , dr y JJ IV , ^ 7 f* -1' * , ^rc^/i^ 7!) 
/W , l - -f y ^ >- y y y = /W , 3H-t"n 2H-t'n 5 /K »-f p U/K ^ ^/P/K fcf 40 

t" 7 ^ 5* =■ , -f y K !) ■^ = yi', -f yOF!)^, -f > K /w > V K I> vi^ , 7° V =■ , 
7^9^ = ^, l,2,3-M7 , /!)A' 1 1,2,44 P 7 / !) /K v?7^/K 1, 

2,4-t^ftv f 7'/!J/V > 1,2,5-^*15^7/!)*, 1 , 3 , 4- * * f- 7 / U , 1,2,3,4-^ 

*tM7/!)/v, 1,2,3,5-^-^f-byryy/i^, i,3,5-M7^ = /k 1,2,4- hi) 7^ 

= , 1,2,3- h !) 7i> = ;l', 7 -if t° — /U s # * -fe t° =■ /V , =c tf =: ^ , ^y/77=^, 

v if y y /k 1 , 5- tf y >- = a> , t° y / [3. 4-b] t° p y * , -r y ^ v ^ y y * , 

i?- ^ = , ^tttt/P/K 7 v h 5 = y * , * y y = * , y *7 y ->y; u 

= ^ft/D^/K t7f J fc" y K [3, 4-b] f V V - >v , Rtf b° y K [3, 2-b] if 50 
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y v*^/k tr y k [4,3-b] f y v^^ztts „ 

[ 0 0 3 6 ] 

ffi^^Rtf Lfc^f 1 n T !J -A-Rfcft Sr^tf. « SS * l£ > 

fp , xv, * «j *& -<? s> a . 

[ 0 0 3 7 ] 

iU-iveS « $ ftfcft-g-fe, Sfcf*, z.tib<o fc&Vo<D --ot. K. tt&Wi.<oWL fc-&yo\* 
, MMmRx?/ t.tctemnmmmiz.s tkm^mwmzmz &z.-t t a* a se sat a. 

, #ISW#!v^f ft s&» - o © « tfc * fc tt ft* fl! * J* fcMRSftS - fc Sr ft H 1" 5 it X- Ft ft v> 
as, ^ i ~ i vw ft * * fc tt * © M ft * * tt , -f*y*--r^*A'0««*fcBSttftia» 

^ ^ S tt C> ^ ^ ft Pfi ^ 'S fc }1 ^5 # ^ S i: i" 5 t> co 1? [4 ft V •> 0 f^yft^^^^ 
i^5flMti2:fc{£/S£ft5£,> 

[ 0 0 3 8 ] 

& T <0 * H iB # *s 5 f^yfty^j ^(OfRIi, r. ft (c PS h ft 5 % co T- ft ft 

* (ft SI ft, BaV^t-fy-y la*/H jr##Hai#, Na + -ft # v ?- if fi $ 

yfSl^lr^fat F !) !>Af ty^/K If tyf-i LT^ Ca 2 + -)1WW»17L i 

LT«<HilPSCa J, f ty^^ ( r oft y^^itt, fi-f&ffi, I, 

ijsi, iu«fflitfo5LSca 2t f ty^^> fT-T'^ffltt-cfo f > ttgeif liitfflt 

*» fc 5 Ca z + -t v * A- , #S«SS^-»H:S3tt5#fte*'ftK©*IU»!:*»a»fc5PSlCa 
! *fty^K QlCa Zt f t y^wK RSCa 2 + f -V y A- & V Ca 2 + -r V * /\> 
, MttCa 2 + itA?- ^ y*A-, !> #y KHnSCa , + «A?--r y*A- (Witf, Ca 2 + «3tAT 
Pase) , iWJSrtCa 2 *;!*^? 1 y * A< i U| < , RYRl, RYR2, RYR3, = = f y^7f=y 
*?% 9 vitrf- K y yg? (NAAP)g:®ft , * 7 -f y ^IfS*!* (EDGl)X IP3gWft *r*tr 
»!JlSl*)Ca z+ f y*A-, Ca 2 + -feyy--> tti P iff t y*/K l*ll6]#«iffiK + ?--Yy* 
A-, IHSff^^K Ca 2 + J$JS'l4K + f -Y y ^ A- (fl&ay^^y*, ^ay^^^ 

y*, Stffi^y^Hy^) , ATPflSjCttr^'Y y*A', 7" h y £ ^attftK*^ * y* 
flusMiSjs&'H-rf -r y^/K Air? ty^/K s«*ftftK'f-ty^wh 

[ 0 0 3 9 ] 

tyf ty*/WJ, Ca 2 V Na + S & ft , Na + H + 55 & ft , y if y R SSfflf 1 PlCa 2 * 

f- * y * a- , a v * h r «k s ft ca 2 + f- + y * a- *» e, s a ft 5 = 

[ 0 0 4 0 ] 

» * bV^,#T*f*, 5£l~IVl£^ £ft 5ft£-fef*> ^7^5 A- (^V) , -x. -a ~f V — >V ( 

sUD , ^* y if* 5 a- (sfcvii), R V5- (M-= f /w-n-^ y 7" o t° a-) r ? o 9 ^ K [eipa] (stv 

1 1 1 ) t? fo 5 o 
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[ 0 0 4 2 ] 

LfctfoT, UV^JSBtt, *«»*K:33»t5 f a^tH * flfi Ife © Jfc # 
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5_ (B-ai =f- y 7° X3 T 5 a y K [EI PA], Klf7^ P7-f K, % L < (4 * ft b 

© ft » ft\ RW/*fctt*4ifeO**ttfctlF#Sii6**»fe»«S*i»5--o**:tt**0 

[ 0 0 4 3 ] 

* » ♦ t *5 St 5 -< 9 ^ 5 ^ , X3f/-;K EI PA, Sff7^P70' A 

CIM, *ft 6, © ft *l & & tr „ t©i54Ri#o«!IB, jj * L < tt , -«AI~IV 

[0 0 4 4 ] 

#ft»*n4±IB^je*S£ftfci*5&-T?ifc$» t h ft ^ t? . 
[ 0 0 4 5 ] 10 

L fc #S o T , * W CO fill © m ® , * ft ») *3 ft 5 tf =" /v- > * ^ * ft <r> v -i /V * 
±5J*ftfc^K*;/fcttf&*1-5:frJfc«:*BL-C*i»>> # # Sett , li felc , ^ y '< i , * 
yif 5 ^ , ac a y - /W , EI PA, Xtf75P7'f F, ^LOi^ftkO^f^t-ffFW^ft 

[ 0 0 4 6 ] 
[ 0 0 4 7 ] 

75 p?-/ K&tf^yf ?yHiiV7P i>>f/vx|;tLT!Sta*6i)ffc5. 

[0048] 20 

ijx?>©ft^!|i©ai:li, ffi & Bfe 0- 1" 5 © "C ft ft ^ # , SIUB, -Y^y^-yv^ 

[ 0 0 4 9 ] 

/f tyf t v^^roliftt, ^tvft y^^v/P y * - * fi * 5? » i^-^-ia f 51 
* fi r. £ ft 5 5 o 

[ 0 0 5 0 ] 

it & * tt # Sb X' , Sfctt, fclV^ #1 ^ * T , RDi/StlilO-ftJ'flry^* 30 
y"n S '*-iift*'a-43*Tfflv>e>ft5 5= #38 W J: >?#0£ft5{tii©^£iftJ]&©'f;tv 
^ ■¥ ^ ^/l^ PI * #J [2 , r. ft t pg ib ft 5 © -e it * #i , Ia t f^^/l-7'P7A'-:7l- 

pF^'/x, * is b * i/ v , a / F^vy, ty d.s, o^fyf t^#, '< b y =* 
^-yy, -y^ f^->^ ( ^. 9 ■* y F * v f , P F*o, 7i=Ky, r ? b 9 -f K 

, v IF 5 /V , EI PA ; Ca 2 + f- *r V % & 7" n y * - : 5? t K n f J> y ( 0IJ x. If , =7i-y 

t'y) , 7x = *7/p^f/i'7;y ( m 7L f£ , „ *<y/f 7-^tf y ( $J x. , 

v^;l"7-7f A) , ^/l-yt/f y, 7^/K-yy, SNX-325 (Segestra * •=£■#) , SNX-48 
2 (Hysteroscates gigas ? , - y7/l"f tV, 5 7 y *S , ^-yy ( Kurto 

xin) , a j y * *y y , a; a f V - A? , EI PA ; Ir) # SE K + -r V * /V- 7' n y * - : LY972 
41, XT'- ^-*fi«, Sr z+ , Ba z + , Cs z+ ; 31 3ffi 8 K K + ^ -r ^ * ^ 7' b y * - : 4-7 40 

5 / tf y i? y , fy Fp ^-yy, 7iy-y^ 5 j'y, 7r'fp-yy, 9-7U77 p-y 

V , v/k^f f v-y ( Hargatoxi n) , -<>"<7 F— F^r->V ( Imperator toxin) , * 1) 

^ F F^-yy ; jay^^ ? y^ca Zt liSttrf y* - : ^^Dt F^f-yy 

(Iberiotoxin) , (+)-'7l^ 7 !) y, A U 7* F* F * V y , M-y^ F^^y (Noxiust 
oxin) , h V'A (Penltrem) - A, TEA ; t> a V ^ ^ ^ y ^ Ca 2 + A JS ft K + f- -V V ^ 7" 

ny* — :-feX'f7 f -f/U ( Ceti edi 1 ) , h^PtP^J^y, ^p^!) K — 7^ ; i& =" V 
^7^y^Ca !t lgttR t fty^^7'P7A- : 7/^y, n -1' o F -> V (Lei uroto 
xin) 1, !) ySrttf. 

[ 0 0 5 1 ] 

tf a 7- 9 ^ m t? & 5 i if 0 S ft 5 ? -f ^. (4 , £ ft ic PS ?fe & ft & v> fls , T IE Sr ■& 50 
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tf . 



mm 


<M^*£ (H£ )fc$# 




t> >yx- yf a t> j fr* 1 (BEV-1) 

r> i/i b £ /i-x 2 (BEV-2) 

t h n * -y- y *>r a-* A 1 to 22 (CAV-1 ~ 22) 

fc h 3 9 f- y C -f /v* A 24 (CAV-24) 

t >3rfr-9-y#-^^B 1 to 6 (CBV-1 ~ 6) 

fc hnirn-^^/U^ 1 to 7 (EV-1 ~ 7) 

t (.13-^^ 9(EV-9) 

t bin-t^^/UTi Hto27(EV-ll -27) 

t haia-jr-f ^ 29 to 33 (EV-29 ~ 33) 

t bmvxn<>^^68to71 (HEV68 ~ 71) 

fc h*"D*^t'^ 1(HPV-1) 

fc Yi£y*t>4>\>7. 2(HPV-2) 

fc h * y 3 (hpv-3) 

^x^td ^-fA-* 1 to 11 (PEV-1 ~ 11) 
t/nyfn^/wl to 18 (SEV-1 ~ 18) 




1(BRV-1) 
0 v?-* J /u* 2 (BRV-2) 
J^Jfr* 3(BRV-3) 
th5^^-f/M 1 A (HRV-1A) 
th7-f/D^^ 1 to 100 (HRV-1 ~ 100) 




A.WM&.V'ifr?- (HAV) 
■S-^ ASMTifc * (SHAV) 




fS-i>«t*--i'A'* (EMCV) 

*>T5 — ^{'/IHW?/^ (TMEV) 
(■fp^jjfy^i'/i'*) 


T7# #4 SUA 


nm&<>'(»x A (FMDV-A) 
nBfc!g$»f /w* ASIA 1 (FMDV-ASIA1) 
PBHSfM/u* C(FMDV-C) 
vWBLt>4fl'* 0(FMDV-0) 
nmttHfl'* SAT 1 (FMDV-SAT1) 
pW3£5'-i'/^ SAT 2 (FMDV-SAT2) 




p Kfg? ^ SAT 3 (FMDV-SAT3) 



















10 



20 



[ 0 0 5 2 ] 

&Ut/ 3; fc f£ 2e « co 6 « <D fc & k: , t"3/u^'?-Y/i'^ftco^^/w^<D#ttSr^fc-rfcfero 40 
[ 0 0 5 3 ] 

6 * L < (* , # ^ ^ co fc° a /u ^ ? ^ ^ o ? ^ * (4 > ?'f/!?-i'/w^*fc}4^>'7 1 
p H/Mtfe5, 

[ 0 0 5 4 ] 

LfciioT, # Wtt , *m»%/(-*3(t57^y!J"f>'V^*fctt^V7 i P!>-Y/l'^WlS 
ife©I*#$:3feiJ1-5#8eS:ItBI LT*J 0 , A fete* 5fcI~IV©flS-a-W*fcB: J t 

[ 0 0 5 5 ] 

7 5 c 7-f KliEIPA©ift^ll©«tfo5 0 50 
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[ 0 0 5 6 ] 

ommoBWz&w-t %%&*Mm lt^ t> , ##&«, nunc a; v~ix© 

[ 0 0 5 7 ] 

- ? /W* 1KEV11K 3 ? * f *~ ^^^^B3(CVB3), & U 5 7 -i / ? -f /V" * 2 (RV2) & 7 
4 S t> 4 fr* 14(RV14) T* fe 5 o 
[ 0 0 5 8 ] 

±IBT-34'<fc r«HSb«)j fctt, lftl> t K £5 (Mttf, ^, H, n/^ K 

, ) , mm. mm (mft&, v ^ ^ ^t^ , t^^yn , ^ y b ( #j & ft * $u * 

) , ft fc K: , II, RAM, P9 £ IB fc if . t>ofct>jff*l,^1Htft*ttfc ht*fc5„ 
#«W©*t6tt»tt, # Si # T- M ^ t % Pfftft 5 5. 
[ 0 0 5 9 ] 

Lfcjict, # 3S ft > t h^*5(t5t°3/w-fi7-Y^^^^ro^#S:$ctf-r5*feS:S 
HUT** 9, #*■&«:> t ht, iCl-IVO-fb-a-fe * fc ft t <£> iHb A» 6) & ft 5 - 

[ 0 0 6 0 ] 

BLTfid, ##8Ht, t n: ( sv-ixo-fb-a-ti b jik £ ft 5 -o * it ft a © ft -a- 

[ 0 0 6 1 ] 

bfjiot, # 38 W ft , t HU3tt65-f /^A'^SfcttiVf B^^^oSftO 

»»*rak#i-**ttc**H D , ##«fett, t hi;, Si-ivwfta-feU; fcft * oM 

[ 0 0 6 2 ] 

LfciSot, # 38 W ft , tM^&tt57^/?^/i'*;£fcit^^7P7^^*©^w 
i£S£5fclf 1-5 ^StSrjfcB U-Cti 5 , #*jfett, t , A V~ I X© ft # ft 4 fc It * © ft 

[ 0 0 6 3 ] 

*wmwx'%^ bhz rjRijfcWfclffcSftaJft.i ttt, a (i~iv)rofc# 

[ 0 0 6 4 ] 

# 38 W © -ffc; -a- W ft , 7° B K7'^Ofttffcot±V\ 
[ 0 0 6 5 ] 

r t° b K5 y/j t ft , 7° b k 7 y ^ *mmmm ms* bfc 1 1 m , -f v t-tff-esu-i 

VOft-g-»4fc(t^©«ft-g-^*fcftS;V~IXCD'ft;'g-*T-&S , ?£ttil K 7 y ^ «r » ttl 1" 5 
*#l!j^LT^5fi#:t#x.ibft5„ *I~IV*fcttV~IX©fb^**fctt*©ftft£-*© 
7" b F 7 y ^ ft , ft ffi # , it f W jftfis * fc ft -f V tf # t? , *ft fc * 5 £ 5 I- M St" 5 
<t5fc,ft-a-^t#fi1-5'g-|gSSrft*1-5ii:i-J; l 3P»^ti-5o 7" b K 9 y y* ft » t 
K p * f , 7?^, * fc ft * 7 t KJ*S#, K R # a # £ ft fc i t fc , * ft * ft it 
g§ u it t K b =3f v s , rr/l, ^fcia^/V7t Fy^IirifiKtSi ^tiStsv^ 1 
tezmtm-frhtc, Sl-IVco-fb-a^ 4r^tp 0 7°b K7 y ^w^Jft, £ ft K: 18 ife £ ft ft <^ 

; ^;i~iv©'fh;-a-fjor/i'3-/wS.t^7a:/-;ixtHlSo, y v 

gji^f/p, p« >v ^ ]) W ^ 7. *? )V s R X$ 13 ;\> # ^ *s T >V * ;l> si 7. -f )\> ft if % "a" tr . 
[ 0 0 6 6 ] 
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* fctt#4Rltft> bMriH £ ftfc, Si~iv©ft^*;/us *©£Hb^ft©S?t©#«tt©it: 

*®K ^^7 7^1, y >-gf, &tf«ft£*©J:5ft«M7$>feM£ftfc&©; 

x=/HS, ^a-* 5 * !> f/vS, **;7 r = /HS, 2-r-fe h 

* @£ , 7 v /I^gf , h/Wac>'^/P^>'gSS, ^^V^A-*^®?, ac^^^^/l'^Xgg, V a # 

ft , *3±io«-f-fef-^-^m*ir<oJ; 5 ft a» e> mil * ii * t * tr . 

[ 0 0 6 7 ] 

fc tt * © M fls -ft- 4b fe , i!#©fls^W;fr«fefc.fc0'&jaJi*ft$5. - « fc , t © J: 5 ft 4ft tt 
, 7!)-ollfcliII©iortiboft^il:, Tk^^fcfi, 4TAftjR4> * fc tt * ©^ 
oca^*1>T? 4 ft¥i»ttli:iaftfi3ltfcli8iS»6S45:ilcJ;!ilJ!Snil, 
> rc - x ;K gfc ft a: a- , :t ? / - A- , SfcftT-fef^hy 
/WO i ? 4, $$zk$E#:;i5#f4LV> a @ 3 ft % © !> * h I* , Remi ngton' s Pharmaceuti cal S 
ciences, B17HS, Hack Publishing Company, Easton, PA, 1985, pi 4 18 1 JL o it 6> ft , 
^©§i^(i#f$i: LT^M^ffl-ffi^-AftbftS,, 
[ 0 0 6 8 ] 

rf&«fj b^oRimte, ft %£^SI*T-^ bft, ^^ro^ES, fcfetffc, gftoffclt 

[ 0 0 6 9 ] 

r^Kj tv^5fflfgt>*fc, #W£fl#^ft fcJ£v^ftT*fflv^ft, -£!i«©xtll©fe!fc© 

oflS»«*l: J: D , *#m> Siotlof&iSrff^H. r^g?j * fc f± r^Kj t 
^5ffli§», ^SWco^-W^^r^^fe-f-i: v> 5 . *fcB, :fegE*©EJ&*fc ft 

5a>|ift*JiS»ft»t)i/tU<lit«o«Soft»S:ili!#t5iv^, icil £ ft 5 «r* 

* PS5£1- 5 t KM £ ft 5 ^ # tf H: ft V>„ 
[ 0 0 7 0 ] 

[ 0 0 7 1 ] 

*T 36 * # S 3 ft S . W^iifi, *'fA'*ro*8L /Pt^v/, aV/*fcH:## 

* fcfi&tti frttfN L, * fctt 3 t ft < tf«f*i-5 ©l£$)*Wftfi-t*fc 5 s f&at 
* 8b * & * ts . -ooi»T?il, teitttiili, >f t^^tWIL, PI S L , 

* fc f£ '> ft < t^gii^W(-PlW1-S*T*fo5 0 L tf* o T , * $j i; i « , -f^V^i-V^ 
A £ PI « t" 5 © t $ * W ft * T- fc 9 5 S „ -fk^-^/iS^^-y^^y^/i.^pi^-t-stl^d, 

5 i J: i> t* I 5 , 
[ 0 0 7 2 ] 

L fc o T , * JR » * fc , *I ~ I V© -fr * S fc tt * © * * * J: o T # W tt # -c 
jg £ ft fc , -o*fcf±**©{b -o£fct*1«a©|§^lftfcl?^£ft5fift;&^ 
/ * fc « # fl $J i * ti> , !7-f/i-^ii^©f&«S:U?/*fc}4^|»©fcfc©*l^;tiSr#tt 
t5. 
[ 0 0 7 3 ] 

ft 5 5 o S $Hfc; ® # © & flf f£ , Remington's Pharmaceutical Sciences (±IB) 1, 
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tti£;H5 5. 13*g§Hi> gnS4, iSHilS:^, gteIS#, *fctt»rtS! 

# ; =Tn '/A'Si*, # ±0, IrtrtSIt, STSW, ilftftlt, ftfetltR:, ft 

E^ftw, EgBs^aw, naw, #B»rtft», * fcteiuftftwsr-grtr 

<«, ^y?xm, yvfj^m, * fc{i*a*m*» i 5 ft, ^a^wtwir-f-saffiK 

fl3v>e>ft5. toJ;56Sa*lft, S T- M *n T- fe 5 . ft ft rt X tf& T ft W tt , M 

[ 0 0 7 4 ] 

fefe, feiMtwIf t±5gP«ti», tf/K fly-fe/K fK#, ^/K fny 

7°, * y y - , Sl/lSiil^i^ftlif^iiaftT'^. £ © J; 5 ft & * tt , W> 

» ne , ^^a, # y * - * , Tju^^m, v ymmmm, ?uk #j , iftttiti*, 

[ 0 0 7 5 ] 

A#fcK:4£ ft 5 si ffl © js ffl * tt , ttlfe#©ifcffi!tKtt 
©#<EfcB*Ufc**o«*0 i 5 ft # & ft K & £ & H# ft fc , 3l£igr.1-©f- + #T'fc5 

^ T , fef^^5t^ttft#L5 5„ i O ^ "C, & ^ © fc & © II #J © IE ?| ft * tt , B 

w © « i#r k: #: # 1- s x- & 3 5 0 ^rtoji&afsfctt^s&fcssv^-cs-^stisfb^wsssiiroa 

fW^i&ftfcStSfcoTv Eili^flOlffSrfFIlJ 5. l/^ft <5 # -p- & "t fc 
, Sit ft, #«W©fls^WHffl©*SfcKffl*fc»»teft*>55„ 

[ 0 0 7 6 ] 

#gOi£^©fc*©ISf:|ft«£iJft, *#ttOSttft^**»* Sr-^tfo Sbt, Sffi^ic 

# © H » *R # , iiSft»ttft»!lS^±:LTif§!i£ft5,, »3fcjBifi'ft©*flt*fcf±«fc 

B, r * » , £ fc tt , ti'-i'ySif/i'ifcft M) ^uty K©i 5 ft^^IteS^^f 
A- , * fc 14 y # y - ^ © J: 5 ft , B ffi 14 co n * is tt . 7X tt ft at ■ VI WL tt , 
/I't/VB-^tMl n, y/Pt'b-zu, 4 fcftf^r^ h 5 i 5 4, ?$ ?S ffi © *!; g £: 
MftSWSt^H. H »« tt ft # T- , *fc, i« |g £ $ © H » £r fF f 

[ 0 0 7 7 ] 

gq«IS©fcfc©8§^#Jl«^tt, JSttfl:-&«jSr@#ia^»Jtiia^'&fc*T, Mfc, 

ft kftfci&-g-<i&£f u, s^, m * lv^ b tt, Mi**:iti**03rfei6fc 

©fc, 313 ft* ft#J£#nxfcmK:, IttojB^*t»IUT, I5:ii!t-I5. a 3 ft 
Pffi Jl? $J tt , # K , 7 ^ b - * , "V a *£ , ^ f =■ b — A- , * 1t tt y A- tr h - £ £ tr ft © J; 

5 ft is ?f2 $J , 09 x. tt* , hi-tpayfyyy, sA^fyT'y, * *f , v ^ $ 4 

^ r V 7° V , if y f- V , F7#y Mi, /f^t/i-o-^, t K p df- 7° a tr a- ^ 9=- /!✓ 

K v (pvp) ft if co j; 5 ft , ± >i>v - *mnx' h % „ li i/^ft&tf, Sg^lt-p-ufc/^y tr 
= ;^b5 FV, * 5c , 4 fc B: , 7/v^ySSfc'l47/i'^y®t MJ 9 A© ± 5 ii^Ofi 
co J; 5 ft JWiUWis JP x. b tut fc J: v\ *©±5fc»«*tt^*»fc5«#Hb©#ifel;:J:o-c 
fc«i»*ti55as, ^col-^-rro^-fe^s, ±iaw-o*fc«^iccoft^W*^J^, - -o * 
fctt«icco i 6:,gftj5g^^#^-f-5fi#:i»^.-g-fc*Sg:ltSr'ttf„ - » fc , 

Miff, ii^co?S^SPW, ^»^Pg, SSSftSPt, ^Si^ 
flsSKL IL^ftSPt, * y-fe/u^SPg, ^fASPt, *fcf4l*IS^^^Pifc J: 5 J: 5 ft, * 

[ 0 0 7 8 ] 
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mm ttSt, 7 5 f7 ^A, $ A>i> , #!) f = ;Hfu y K y , ^/vf'^-^^yi', 

ffiv^fr5 5 = »»* EgiJ©fc*, Sfctt, 

Stt4t-&*oj»ffi*©ftftofcita*-g-tJ*t»*#rt5fc»lc:, Sgffl * 11 :» # = - ^ 

[ 0 0 7 9 ] 

anftfcffl^bti/sas^tti&ifcttttv < 5 v X- ft b ft fc jf l « * # 7° -t /w , fc & IMC 

•fe >v ft ft ts . ff L « * # 7° -fe /Wi , S M # ft , 7?r-*©J;5ftM#J, x >- 7" v © 
J: 5 ft » * » , Sff/tfctt, *A'**fctt*yry>'R^^*i'*A©J:5ftill»*!K 
fttf, ttSttSSjW t ft 6 Lt^tf. ft*^t/H::*s^Tii, & tt f fc; i=r ife « , JjgJ»tt©»i 

f4«»S*t/5 5. IK, fell 5 5 = 

[ 0 0 8 0 ] 

* % W co it f= ft X ffl © #J W « , £©Btt©fcfcl=#»lfcRfhS*ifc*ffl>l#PS*©£lt 
t> b< limits * fc tt ft *P ft ic r. © i 5fci< i. ? {gJEZfttzmo^Koj y h *t 

tto ^mmnmmoikmumn, m*.&* rtv/vmm, mmmrnr ^^~;u 

"3%fcP>£;h,55o It, * fflWJ » f* , h!>s>**, !> # V - A , St;/ 

* It ttffclfcT ftffl H SrManft^JiH. 
[ 0 0 8 1 ] 

#3§eJ3©#fefcffl^ feft ©MftlgaiJfclS It, i&S?±*T8!i&JRffl*H:, -fftf 

5 J; 5 ft*fl)l&*g*:r v ±4 t* bMc®K=?m Zft b 5. BRflHrfS, 

%^fth\^-k^ts% m-r zrnmmm $^©;t**«©»iiiijft^$-r5i£i!a§ 

#J ©Sfi) ftit^-T 5 fc * 1- , tt«*f f A'*»6)»*KS^55. * © J: 5 ft If t Mi 

ft JMffl ft ft £ b fc Effi * * 5 © K m ^ & *i 5 S = 
[ 0 0 8 2 ] 

*© ± 5 ftffc1£ttaS»J©*tt&tfft*±©3!i;tJH:, fflUft*** * fc tt , «*.«, LD50 (« 
*H©50%£fc?E4) &VED50 ( # ft H © 50%?£ % ± # 36 ft S ) ft$:*5fcfc©J;5ftll®S» 

* fc *i *t « , «*±©«*tttt#ifefcj:?>, » £ $ *u 5 5 . **tf&a±#a©w©«ffl 

*Jt#ttifflUfc-Cfc9, *fttt, LD50/ED50it fc J; D * £ ift 5 5 . 

ft-fr«ia*J:9ff*LV^. r©J;5ft»IJia»*Tyfe^au«»WII**»fe1» bfttcT- * it 
, t Hcffifflt5Kfflioilifi*t5roii:fflv>t,ji6. ^ © J: 5 ft fls-fr* ©KJH *tt 

, 35 tt /5 s /J v $ Vi^^ fettJ o fc < ft V -1 ED50ft 'a'tr : WSSffi©$5lffiilA'5©/4 s &'$ L- V -1 „ jft 
ffl S « , £ © «S H 1*3 T? , fl! ^ & ft 5 $ ^ R I/« ffl S ft 5 ft * © ft 16 J& £ T , 3g fc> •? 5 5 
„ Ettft^*, RtflffiiB, A©0#©*tfll©a^(- J: 5 l#l S 

5 5 (^Jx.tf, Finglfj, The Pharmacological basis of Therapeutics, Ch. 1 pi, 1975 
„ 

[ 0 0 8 3 ] 

JRffliXWWHiW:, S«8ic#5Si*Srlll»i-5©(c + »ft, fSmMM © A ft A- ft *t#t 
t 5 J: 5 t , fl*tPt*h55. ^#S4©fc*©ii»©S#©flgfflSi±, l~Z000mg/ 
0, aifii, l~ 250mg/B, X U< , 14, 10~ 150mg/ B © iffi H ^ It Z „ A#©fr 

IClIi>E)fitf, am©Kffl*!4, 0.02~25mg/kg/P , il it , 0. 02- 3mg/kg/ B , 
^mm\c\t, 0.2-1.5 mg/kg/B ©ffiHtC^fc 5„ ft # © ft * S © SP ^ © « ^ b W x. If 
, »?t©Jlffl *f4, 0.5~ 1200mg/m z /B , il * tt , 0.5-150 mg/m 2 /B, AS!«It(4, 5-1 
00 mg/m z /0©|lC:fcfc5. 
[ 0 0 8 4 ] 
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^©attSril LT\ £#W J; 0 tr L 3 Jra W -ft; t> £ $: L 5 5. HK, gftHfcl 

s-ilh. y * y - a (4 , a* khis s -c » hi t j; -o a& & t ik o a * ji 5 t # * & n 

[ 0 0 8 5 ] 

# 38 91 «Mfc 9& ft 81 #J tt * fc , M/5t ft $ ft 5 5 . J»ff fi!# © It ft > 0. 001 — 5%* 

SlStf, II, ttJS, #, P> © <>f©MlR»£^ti> 0 Sll0«^lLft 10 

mmn^otciboiB.f&mte, mm ±.5 ft, ^©mf^e^-r^t -eftv^ 

[ 0 0 8 6 ] 

oy/w, ^/w-, ^3g, «t&«, ft ASK * ttfth *y°*zi\>, K^-f^jr^-, ^ n y 7" 
, # ifi , tftlihB-fao»i:H 55. ^©£5ftill/&*©ffM©#i?fefi, IS Sg S it 

± js *n t? fe 5 „ 

[ 0 0 8 7 ] 

tt* < fcttiKW 5 r fc J: t) , *fctt, /< v LTgJgft fc., IftMfS^^ 20 

ft 5 „ *©±5ft»**B, Milt b - i/ a ^ , if V - A s » * , y A- , Stl", 0 ft & 
^tr 0 fljJr»!4©fcft©»S 4fi*ft, »*L<tt, fttHt7^AHTSi©ii:i 
£ * B , 3§ff$/USzk©Si»(£J;9l&*£ftSri&$«-t-5,, - Jtt ft , # * 

*9fcftfclT*3ft5«fnS, ?Ub#K JEfffflK ffFtt, Stf^ft t IW«t© t © *^h- 

5 5 . 

[ 0 0 8 8 ] 
[ 0 0 8 9 ] 

X JS ffl 30 

7 / ^/^At/iyTP (W/i'*Ji£©&T©ftSftft*''l'/i'*#, UK © ft 38 
fcfftfc : y 4 J V -1" 2(RV2), 9 -f / V 4 /V * 14 (RV14) , a ^ f" y * - V 4 l\> * BE (CVB 
3), XW, ac a - ll(EVll). T IB © - O © A ft o it W it ft US tf , ^ ft ^ ft © ? -f 

tfSiflJS $ ft 5 0 RV2S.t>«RV14«HELillliaaSiU!HeLail]liaT-, CVB3 (4 BS- C- 1 £f0 X 0? Hel a ( 
t bOSffiJftft) MMX*, EVllttBS-C-l (77!)*^ KPSEWPfl*, ±8) ttJSfttflEL 

[ 0 0 9 0 ] 

fflflS V"</wro !7 -Y /v-^ (o. oiy 7 - ^ ^^*f4/iW JS) |c<i^^^, §IKcojiST" 
«: *. S a» a* fc> & T, •fk-g-^eotft^W/v^fgttSri^^ **5 0 ^-Y/w^trSa^tbfc 

-T'<TcD^^ft/!7'f/i'^/«iflasw*i^'a-t3*T'#fetu?> 0 ^ -y a- ^ nx * * , mm <om 

ton-?? -9 T y±4 K X <9 SSSji, •fk # « T* M 9 * ti It W «■ © , ftiS S ft V^ffl IS t 

Bl ue?: ^ i ItlV^fcll U T V> ?i V> ^fa O tfetr ^ ^ X* SiJ S ^ tl/ 5 0 
[ 0 0 9 1 ] 

fei^Y/l/^Tyt^ttTEOJ; 127tyv - <D HIM © HeLa T ( t h 

©MIS) ftJ®l4, l%v/v© V i/MMikm (FBS) Sr^JP *. 1t T - )\>m. (MEM) £ 5 ft/higj 
Si§*T*, 9^ / ^ /l-^ 2©»Jia fe 0 0.017° 7 - ^ ^fig^fiT-^^ $ tu, *fcfi, it 50 
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MX* 1 ftlHftAft £ ft3„ ^<0|&, -Y ^V$i3l7*P y*- 5-(N-^^/WN- 
-f y 7 s P ¥ /v) T 5 o 7 -f K [EI PA] , iat/-/K -< V if 5 , * fc (1 T ? p 7 -f F) 

«££Aft#;i5o ftlfiiiEfc, *#-fr##»fcjav>T*a*ifc*ilS0JE|**«***l** 

co mm © 7 4 *> * ts m * -? 7 ~ 9 T v * -f I- i 0 *St 5 o 

[ 0 0 9 2 ] 
[ 0 0 9 3 ] 

HeLa Ttt IS *» 5 ft # <K © # tt B , ^^LTV'^ev^lBDlS^rfflV^T, ? I' /V- * jg £ fc *3 10 
ft & tfi UTfr 5 SSt-ffl £ DBS, 12ft7° V- h f T% -Y^-V«|^7'n 

y * - "C & 5 7 51 /P, 5-(I-xf ;l/-B-/f y / p tVUJT 5 P 7^ K[EIPA], 3: 3 7- y" 
-/K ^ y if 5 /W, * fc 1ST 5 P 5 >f K & , 550 m M~0m MtDlt ^ T'-a-tfMEM ( l%v/v FBS) 
tf T?, 34°C X°70mm << V^^^-h^ftSo ^C^s MUSH, 10mM h U ^HCl, 150nH NaC 
1, P H7. 5T-i5fc# S ft, f*WSttOJtfe^#f»«i!lt?*> 5 Almar Bl ue (Serotec) (10%)COMEH 

( l%v/v FBS) ^I^500 m 1/ft 4> T*34t f lSffl a ^- h $Jl,5„ CI CO IS: Pf fc it V^ T 
, ig*±fif <0®7£H (A570-A600) Sr , # 3fe * S fr (Pharmaci a Bi otec) T* B fc o fc „ £ ft 
E>0*ttOTTf, KftSOttli, *ft*ft©K#©*PIJI&©fl;«ti£tt fc ltd lt^5. HeLa 
ft m fc & ft 5 EI PAS. ^ 9 5 A- CO * tt , 01&U<02fc0 3;&.T/04fc-?:ft-?:*ft*&ftT 
V^. £*tfc©ft**fc:J:**'f*';**£©Mi:JtllELT, ft ft ft, HeLaftJlS 20 

T" (4 5 a» fc '> ft o fc „ HeLaft JS& fc 5 a * f- y * •- 7 ^ * B 3 (ji^xp 7 -f A- * <0 

[ 0 0 9 4 ] 

Slf tt, #9§iM»fc3*'« feftfc*W*«, #fc^^ bftfc t> eo^fl-fc, ft^fc J; 15* £ 
tfSWtlT-fc 5 r fc fcaDff 5 fc kft 5. ^ft OS« ttfc lEtot^X fc 

fc aft? & ft 5 § v h % o #3&wra:*fc, # w fto # -e s & § ft fc > £fcte, s*&ftfc 

, f ^ T to Wt m , * ft , *t$^&tfft£-f5&> * fc £ fc [i * ift fc ^ , WIB^PWSfc 
ftiltlStOffStO-O^itOftEo-r^TWlfl^-g-fciirt-a-tp,, 
[ 0 0 9 5 ] 

SlfflJCl 30 
Monto era/;, Clin. Ther. 10: 1615-27,2001 

Turner, Antiviral Res. 49(1): 1-14, 2001 

Iruizume/a/., J. Virol. 69(8): 5142-6, 1995 

vanKuppeveld et al., EMBOJ. 16(12): 3519-32, 1997 

[ 0 0 9 6 ] 

[01] 5-(N-:t TW'-N-'T 7 7° n fc? /W) T 5 n 7 W K [EI PA] ^ 7 / 2 9 -f /V- X S £ S. V He 
LalBlJjafc^x.5^#ro^7 7tfc5. ^ ^ /u^ (-A-)RX*mi&ftm (-O-) tt, EIPA 

co m s. ( /* m) fc *t u x ay e s ft fc . 40 

[12] s<7 S. frtfy J J 14$ J ;i> xMOlRV HeLaiB JSft i t # i 5 f i© / 7 7 f 
5, !7-</W^fi4(-A-)S.U ! *BflSft^ (-O-) It, ElPOifgU H) fc ^ LTlgJftfe, 

[03] EIPAtfS 7 / 2!> 4 JVX S^S.U?HeLaiajia fc* X. 5 ^#C0 ^ 7 7 f fc 5 „ 7 -f 
(-AORVIiftftW (-O-) (4, '<9/<3A' (At H)fc^ UTliJ^ S ftfc„ 

[04] /< 5 /^^ 7 W / 14 !7 -f /V'^S^S.t^HeLa^fflflSfc*^ 5lf(0^77tJ55. 
7 -f A'^ (-A-)XW»l«SftW (-O-) tt, (fil)I^LTlS^jxfc. 

[05] 75bH Ki^Hy^f-N /W^B3g^XU«HeLaiWJ)a fc.# i5l|(0^77 
t?fo5„ H/Mlt(-A-)XU!»ISfti (-O-) tt> T 5 p y 4 K(/il)CtttSg 

S ftfco 

[06] ^Vlf^^iSa^f-ydr-^^/w^ B3S HeLaKD I t # i 5 if © ^ 7 7 f 50 
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